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47
Malaria was responsible for approximately 445,000 deaths and 216 million clinical cases in 2016, 48 an increase of ~5 million cases over the previous year [1] . Vital to the growth and pathogenicity of the 49 parasite is host cell remodelling in which the parasite modifies the host erythrocyte by the synthesis and 50 export of over 300 parasite proteins beyond the bounds of the parasitophorous vacuole (PV) within which 51 it replicates (for reviews, see [2, 3] ). The exported proteins are trafficked from the parasite to the host 52 erythrocyte via a putative parasite-derived protein complex known as the translocon of exported proteins 53 (PTEX), located within the PV membrane (PVM) [4, 5] . The exported proteins extensively alter the 54 mechanical and adhesive properties of infected erythrocytes, resulting in vascular sequestration of the 55 infected cells and eventual destruction of the host erythrocyte [6] . Protein export in Plasmodium has been 56 most intensively studied in P. falciparum (reviewed in [7, 8] ), where the majority of known exported 57 proteins contain the pentameric localisation motif RxLxE/Q/D, termed Plasmodium export element 58 (PEXEL), typically located downstream of the N-terminal secretory signal sequence that regulates entry 59 into the ER [9, 10] . Some proteins lacking a PEXEL motif, referred to as PEXEL-negative exported 60 proteins (PNEPs), can also be exported [11] . PNEPs do not contain a typical secretory signal sequence so 61 are unlikely to be N-terminally processed , but the first 20 amino acid residues of PNEPs are sufficient to 62 mediate their export. The unfolding of soluble PNEPs is then required for trafficking into the host cell 63 [12].
64
P. falciparum plasmepsin V (PfPMV) is an ER-located aspartic protease comprising 590 amino acid 65 residues (~68 kDa) [13] . PfPMV expression levels in the parasite progressively increase throughout 66 schizogony [13] . Numerous studies have now established that PMV is directly responsible for cleavage of 67 the PEXEL motif within exported proteins. Cleavage occurs on the C-terminal side of the conserved Leu 68 residue (RxL↓), revealing a new N-terminus that is rapidly acetylated ( Ac -xE/Q/D) [14] . A recent x-ray GFP as a fluorescence reporter indicative of parasites expressing the truncated pfpmv gene (Fig 2A) . C5 clone following RAP-treatment was also confirmed by FACS analysis (Fig 3B) .
214
To further explore the PMV-null phenotype, we examined the expression of PMV-HA as well as 
